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1. Re Item H I. 

Claims 9-17 relate to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(l) PCT). The other claims are considered industrially applicable. 

2. Re Item V. 

The following document have been cited in the search report. Where reference is 
made to them, the following numbering is used; unless othenwise Indicated, reference 
is made to the relevant passages emphasized in the Search Report: 

D1 : US-A-5 340 584 (PJKE MALCOLM C ET AL) 23 August 1 994 (1 994-08-23) 
D2: WO 94/26207 A (UNIVERSITY OF SOUTHERN CALIFORNIA). 1 994-1 1 -24 
D3: US 2002/065260 A1 (NEUWINGER JOACHIM ET AL), 2002-05-30 
D4: US-A-5 134 122 (ORSOLINI), 1992-07-28 

The following document has now been added by the International Preliminary 
Examination Authority: 

DS: Parenteral estrogen versus combined androgen deprivation in the treatment of metastatic prostatic 
cancer - Scandinavian Prostatic Cancer Group (SPCG) Study No. 5. Scandinavian joumal of urology 
and nephrology. 2002 VOL. 36(6) Page 405 - 413 

2.1 Noveltv Art aafg) PHT 

The applicant has amended the claims and incorporated the subject matter of original 
claim 3 in claim 1 . The wording "comprising" in claims 1 and 3 has also been 
amended to "consist of". These amendments distinguish the compositions defined in 
independent claims 1 and 3 from the compositions of D1 which also comprise 
progesterone. These amendments however do not render these claims novel over 
D2. 

D2 discloses phamnaceutlcal compositions comprising a slow release formulation of 
GnRH and a slow release formulation of an estrogen. The release time may extend 
from a minimum of at least one month to about six months (see D2 page 7, line 24- 
30). The GnRH is released at a rate which seems suitable to cause chemical 
castration (D2 page 9, line 1 and example 1). 
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Since the estrogen is present in the composition to limit the side effects produced by 
the GnRH, and in particular the loss of mineral density (see D2, page 15 line 16-27) 
the amount of estrogen which is released also appears to fall into the amount claimed 
in claim 1 . 



Furthermore. D2 examples 1 and 2 disclose examples of compositions comprising 
busereline (a preferred GNRH agonist in the present application) and estradiol (a 
preferred estrogen according In the present application). These active compounds 
are incorporated in the same lactide-glycolide microspheres (see D2, example 1) 
which according to the present application (page 1 1 , lines 1 1-25) provide the desired 
release profiles. 

D2 only discloses the plasmatic concentration provided by these compositions and 
does not refer to their release profiles. However, considering the way these 
compositions were prepared, and the plasmatic concentrations which were obtained 
It IS reasonable to assume that these compositions fall among the claimed ones 
In the absence of a evidence that this is not the case claims 1-6 may not be 
considered new. The applicant has the burden of proof to demonstrate the contraiv 
but he has not discharged this burden yet. 

Note: Even if the intended use of the compositions disclosed in D2 (treatment of 
gynaecological disorders) is different from the one for which the composition of the 
present application is meant (treatment of prostate cancer), such different use does 
not confer novelty to claims which are directed to pharmaceutical compositions as 
such. 

Claims 7 and 8 (limited to tryptorelin) appear to be new over D1 and D2. 
2.2 Inventive step rArt.33(a) r>qj) 

The problem underlying the present application is the provision of a phamiaceutical 
composition for the treatment of prostatic cancer which does not produce the typical 
side effects associated with GNRH therapy (bone loss and hot flashes in particular) 
According to the inventors, "the gold treatment" of prostatic cancer involves the use 
of GnRH agonists, but this treatment is accompanied by a number of side effects To 
overcome these side effects, the inventors propose the administration (separately or 
in a single compositions) of: 
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- a sustained release formulation of a GnRH composition, during a period of at least 
one month, at a rate sufficient to maintain chemical castration and 

- a sustained release fomiulation of an estrogenic composition capable to maintain a 
serum level suff.c.ent to reduce the side effects caused by the GnRH admlZltion 

2.2a QlaioL^ (not limited to a specific low amount of estrogen). 

to f^. ^^^"^ °^ P^°«*^«^ cancer. D3 in fact relates 

to the treatment of diseases which can be treated by the administration of GNRH 

"GNRhT'' " ^""^"^ ^'^^^y ---9 these condS^ 

GNRH therapy", and "GNRH analogs" In paragraph 5; and see page 1. column 1 

paragraph 6 and page 1. column 2. paragraph 11: " prostate carLLa") Thr 

problem underiying D3 Is the reduction cf the side effects produced by the 

r^r^nR^^ wTa« • ^ '^^^^^^^^ aLlnistration of slow 
re ease GnRH formulations (for 1 month administration, see par. 55) in combination 
^^"trog-nic derivatives which are administered to reduce L sSe effete 
caused by the GnRH (hot flashes for example) • 

sTor^lTSTt do^h " ' " administered In 

Furthermore, controlled release fomis of estrogens (estradiol) have already been 
used to treat of prostatic cancer (see D5). It would therefore be obvious to aS^nister 
known controlled release compositions comprising estragens and GNRH to treaJ 
prostate cancer. For this reason, the subject matter of cfaim 9 does not Inv^^^^^^^ 
inventive step over the prior art in the sense of Art.33(3) PCT. 

2.2b Claims 10 . 11 1ft ta (limited to a specific low amount of estrogen) and the 
dependent claims (as long as they depend from claims 10. 1 1 .18. 19) 

2Vn^T T'lV^ ^"dependent claims 10. 11.18.19 Is characterized In that a low 
releS^^^^^^^ administered in a controlled release fom^ulation (dosagl 

From the prior art (D3 and D5) the skilled person would not have expected such low 
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concentrations of estrogen to be effective. D3 discloses the administration of 1-2 mg 
of estrogen in immediate release form (suppository, see par 55, "metiiods") and D5 
teaches the administration of estradiol in controlled release form but in very high 
amounts (240 mg estradiol every two weeks). 

For this reason, the subject matter of the claims directed to controlled release 
formulations releasing low amounts of estrogens are considered to involve an 
inventive step over the prior art. 

2.3 Industrial A pplicability 

For the assessment of the present claims 9-17 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
loiown compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 

3. Re Item Vlli. 

It Is not clear whether independent claims 1 8 and 1 9 cover the same subject matter. 
In one case the claim defines the amount of estradiol which is released per day and 
in the other case defines the plasmatic concentration of estradiol which is produced 
by such composition. 

Also, the definition of a composition by reference to the plasmatic concentration 
which such composition has to produce is considered unclear, since the 
determination of an "in vivo" plasmatic concentration causes an undue burthen on the 
sl<illed person Interested to detemnine the scope of protection of the claim. 
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Claims 

1. A composition consisting ovf : 

5 a first sustained release formulation of a gonadotropin hormone releasing 

homione composition capable of releasing the gonadotropin hormone releasing 
honnone composition during a period of at least about one month at a riate 
sufficient to induce and maintain chemical castration of a male patient, and 

10 a second sustained release formulation of an estrogenic composition capable of 
maintaining for said period a serum level sufficient to reduce the enhanced loss of 
bone mineral density or the hot flashes that are normally caused by the 
administration of a gonadotropin homnone releasing homione composition that 
chemically castrates a male patient, 

15 

characterised in that said second sustained release fonnulation releases an 
estrogenic composition under a profile comprisirig at least a first initial phase and a 
second phase, the release of the estrogenic composition in the course of said 
second phase being at a rate between about 1 0 and 1 00 jig of estradiol equivalent 
20 per day, the release of the estrogenic composition In the course of said first initial 
phase never exceeding 6 times the daily release of the estrogenic composition 
occurring during said second phase. 

2. The composition according to claim 1. characterised in that said first 
25 sustained release fonnulation of a gonadotropin hormone releasing honnone 

composition is capable of releasing the gonadotropin honnone releasing honnone 
composition at a rate between about 1 0 and about 1 .000 pg per day. ^ 

3. A composition consisting: 

30 

a first sustained release fomnulation of a gonadotropin hormone releasing 
hormone composition capable of releasing the gonadotropin honnone releasing 
honnone composition for a period of at least about one month at an average rate 
between about 10 and 1,000 pg per day. and 
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a second sustained release formulation of an estrogenic composition capable of 
releasing the estrogenic composition under a profile comprising at least a first 
initial phase and a second phase, the release of the estrogenic composition in the 
5 course of said second phase being at a rate between about 1 0 and 1 00 fig of 
estradiol equivalent per day, the release of the estrogenic composition in the 
course of said first initial phase never exceeding' 5 times the upper daily release of 
the estrogenic composition occuning during said second phase. 

.10 4. The composition according to any of the preceding claims, characterised 

in that the gonadotropin honnone releasing honnone composition is selected from 
the group consisting of gonadotropin honrnone releasing honnone, agonists of 
gonadotropin homione releasing homione, antagonists of gonadotropin honnone 
releasing hormone and mixtures thereof. 

15 

5. The composition according to claims 1. 2, or 3, characterised in that the 
gonadotropin homnone releasing hormone composition is a gonadotropin honnone 
releasing honnone agonist selected firom the group consisting of leuprorelin, 
goserelln, triptorelin, buserelln, nafarelin. deslorelin, histerelin. gonadorBlin. and 

20 salts and mixtures thereof. 

6. The composition according to claims 1 , 2, or 3. characterised in that the 
estrogenic composition Is selected firom the group consisting of chlorotrianisene, 
dienestrol, diethylstllbestrol. diethylstllbestrol dipropionate. diethylstilbestrol 

25 monobenzyl ether, equileliriln, equilelinin sulfate, estetrol. estradiol. (3a.17p)-estr- 
4-ene-3,17-diol. estriol, estriol hemisuccinate. estrone, estrone sulfate 
monosodique. estrone potassium sulfate, ethinylestradiol. fosfestrol tetrasodique. 
hexestrol. hydroxyestrone diacetate, mestranol. pinestrol, piperazine estrone 
sulfate, promestriene. quinestrol. tamoxifen, toremifene. raloxifene, lasofoxifene 

30 and mixtures thereof. 

7. The composition according to claims 1, 2. or 3. characterised in that the 
gonadotropin releasing homnone composition is triptorelin or a salt thereof and the 
estrogenic composition is estradiol. 
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8. The composition of claim 7. characterised in that triptorelln, or a triptorelln 
salt, is released at a rate of about 100 pg per day and estradiol is released at a 
rate between about 25 and 50 pg per day. 

.5 

9. A method for the treatment of prostate cancer comprising: 
Administering to a patient suffering from prostate cancer a sustained 

release fonnulatlon of a gonadotropin hormone releasing homione composition 
capable of releasing the gonadotropin hormone releasing hormone composition for 
1 0 a period of at least about one month at a rate sufficient to induce and maintain 
chemical castration of the patient, and 

Simultaneously administering to the patient a sustained release 
formulation of an estrogenic composition capable of maintaining for said period a 
15 serum level sufficient to reduce the enhanced loss of bone mineral density or the 
hot flashes that are normally caused by the administration of a gonadotropin 
homione releasing homione composition that chemically castrates a male patient. 



20 



10. A method for the treatment of prostate cancer comprising: 



Administering to a patient suffering from prostate cancer a sustained release 
fomiulation of a gonadotropin hormone releasing homione composition capable of 
releasing the gonadotropin honnone releasing homione corriposition for 'a period 
of at least about one month at an average rate between about 10 and 1,000 pg per 
25 day. and 

Simultaneously administering to the patient a sustained release fomiulation of an 
estrogenic composition under a profile comprising at least a first initial phase and a 
second phase, the release of the estrogenic composition in the course of said 
30 second phase being at a rate between about 10 and 100 pig of estradiol equivalent 
per day. the release of the estrogenic composition in the course of said first initial 
phase never exceeding 5 times the upper dally release of the estrogenic 
composition occun-ing during said second phase. 
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1 1. A method for the treatment of prostate cancer comprising: 

Administering to a patient suffering from prostate cancer a sustained ' 
release formulation of a gonadotropin hormone releasing hormone composition 
capable of releasing the gonadotropin hormone releasing hormone composition for 
a period of at least about one month at an average rate between about 10 and 
1 ,000 pg per day, and 

Simultaneously adniinistering to the patient a sustained release 
formulation of an estrogenic composition under a profile comprising at least a first 
initial phase and a second phase, the release of the estrogenic composition in the 
course of said second phase being at a rate between about 10 and 100 ng of 
estradiol equivalent per day. the release of the estrogenic composition in the 
course of said first initial phase never exceeding 5 times the upper daily release of 
the estrogenic composition occurring during said second phase. 

12. A method as in claims 9, 10 or 1 1 , wherein the gonadotropin hormone 
releasing honnone composition is selected from the group consisting of 
gonadotropin hormone releasing hormone, agonists of gonadotropin hormone 
releasing homiohe, antagonists of gonadotropin honnone releasing hormone and 
mixtures thereof. 

13. A method as in claims 9, lO or 11, wherein tiie gonadotropin hormone 
releasing honnone composition is a gonadotropin honnone releasing hormone 
agonist selected from tiie group consisting leuprorelin, goserelin, triptorelin, 
buserelin. nafarelin, deslorelin, histerelin. gonadorelin, and salts and mixtures 
thereof. 

14. A method as in claims 9. 10 or 11, wherein the estrogenic composition 
is selected from the group consisting of chlorotrianisene, dienestrol, 
diethylstilbestrol, diethylstilbestrol dipropionate, diethylstilbestrol monobenzyl 
ether, equilelinin, equilelinin sulfate, estetrol, estradiol, (3a,17p)-estr-4-ene-3,17- 
dioi; estriol, estriol hemisuccinate, estrone, estrone sulfate monosodique, estrone 
potassium sulfate, etiiinylestradiol, fosfestrol tetrasodlque. hexestrol. 
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hydroxyestrone dlacetate, mestranol. pinestrol. piperazlne estrone sulfate, 
promestriene, quinestrol, tamoxifen, toremifene, raloxifene, lasofbxifene and 
mixtures thereof. 

5 1 5. A method as In claims 9. 1 0 or 1 1 , wherein the gonadotropin releasing 

hormone composition is triptorelin or a salt thereof and the estrogenic composition 
is estradiol. 

' 16. A method according to claim 15, wherein triptorelin, or a triptorelin salt, 
10 is released at a rate of about 1 00 pg per day and estradiol is released at a.rate 
between about 25 and 50 |jg per day. 

17. A method as in claims 9, 10 or 1 1 , wherein this composition is 
administered by a subcutaneous, intramuscular, or transdermal route. 

15 

18. Use of a composition comprising: 

a first sustained release formulation of a gonadotropin honnone releasing 
homnone composition capable of releasing the gonadotropin hormone releasing 
20 homione composition during a period of at least about one mpntii at a rate 
sufficient to induce and m&intain chemical castration of a male patient, and 

a second sustained release formulation of an estrogenic composition capable of 
maintaining for said period a serum level sufficient to reduce the enhanced loss of 
25 bone mineral density or Vne hot flashes that are nonnaliy caused by the 

administration of a gonadotropin hormone releasing hormone composition that 
chemically castrates a male patient, said serum level in.estradiol equivalent being 
less than about 59 pg/ml. 

30 1 9. Use of a composition comprising: 

a first sustained release fomiulation of a gonadotropin hormone releasing 
honnone composition capable of releasing the gonadotropin hormone releasing 
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hormone composition for a period of at least about one month at an average rate 
between about 10 and 1.000 pg per day, and 

a second sustained release fomiulation of an estrogenic composition capable of . 
5 releasing the estrogenic compositibn under a profile comprising at least a first 
initial phase and a second phase, the release of the estrogenic composition in the 
course of said second phase being at a rate between about 1 0 and 1 00 ng of 
estradiol equivalent per day. the lelease of the estrogenic composition in the 
course of said first initial phase never exceeding 5 times the upper daily release of 
1 0 the estrogenic composition occurring during said second phase, 

for the preparation of a medicament for treatment of prostate cancer in a patient 
suffering from prostate cancer, said first sustained release fomiulation and said 
second sustained release formulation being simultaneously administrated to said 
15 patient. 

20. The use according to any of the claims 18 or 19. characterised in that 
the gonadotropin homione releasing hoipione composition is selected from the 
group consisting of gonadotropin homnone releasing homione. agonists of 
gonadotropin homione releasing homione. antagonists of gonadotropin homione 
releasing homione and mixtures thereof. 

21. The use according to any of the claims 18 or 19. characterised in that 
the gonadotropin homnone releasing liomione composition is a gonadotropin 
homfione releasing hormone agonist selected from the group consisting 
leuprorelln. goserelin, triptorelin. buserelin, nafarelln, deslorelin. histerelin, 
gonadorelin, and salts and mixtures' thereof. 

22. The use according to any of the claims 18 or 19, characterised in that 
the estrogenic composition is selected from the group consisting of 
chlorotrianisene. dienestrol, diethylstilbestrol, diethylstilbestrol dipropionate. 
diethylstilbestrol monobenzyl ether, equilelinin. equilelinih sulfate, estetrol. 
estradiol. (3a.17p)-estr-4-ene-3.17-diol. estriol. estriol hemisucclnate. estrone, 
estrone sul^te monosodique. estrone potassium sulfate, ethinylestradiol, 
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fpsfestrol tetrasodique, hexestrpi, hydroxyestrone dlacetate. mestranol. pi.nestrol. 
piperazine estrone sulfate, promestriene, quinestrol, tamoxifen, tbremlfene, 
raloxifene, lasofoxifene and mixtures thereof. 

23. The use according to any of the claims 18 or 1 9, wherein the 
gonadotropin releasing honhone composition is triptorelin or a salt thereof and the 
estrogenic composition is estradiol. 

24. The use according to daim 23, wherein triptorelin, or a triptorelin salt, is 
released at a rate of about 100 |jg per day and estradiol is released at a rate 
between about 25 and 50 pg per day. 

25. The use according to any of the claims 1 8 or 1 9, wherein the 
composition is administered by a subcutaneous, intramuscular, or transdenndl 
route. 
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